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Potential tumor- targeting peptide vector of histidylated oligolysine 
conjugated to a tumor-homing FA 3 motif. 

A'AAA N: Aoki Y.rA. (a!; Ho:aA;a A,..ceAs:::; Kawa Shigeyuki; Kiycsawa Ke-r.do 
ALA 3 P. ANNRP33: A3! Pre Second Department cf Internal Medicine, Shmshu 

r A..--T:;:ty School rf M- 3 : c 1 r:c , B-l-l As a hi, MaNrj-cr.o, 390-66PM: 

v : r:: 3 3 (Gasp . r.d . sh - :;shu- a . sc. ; p* * Japan 
JON-CAN: Nance.: Pen- Therapy ; 1 3 } : c 1 8 3-7 '"A.-' (ArAer, 200 . 

KET NAN prim; 
: 333: " p; p-lAAA: 
tOPANIANT TYPE: Article 
FE" 'I ; L TYPE: Abstract 
LAN "A .33 : Engl is n 
S3NN3.A3 LANGUAGE: En:; lis:. 

PEA ;A" r A We have lie vei cpe cl a potential tumor-targeting peptide vector 
f jFGl— hK) that is intended to be systemically and repeatedly adiuinistere 
tv- patients with advanced solid tumors. The peptide vector of 36 
1-amm: acid residues, 'PPG PC F (?C(H-) KKK) 6, comprises a tumor-homing RGD 
n-tif, a DNA -binding oligolysine, and histidyl residues tc facilitate 



re rase 



: no delivery int :> the cytosol . Using cytoriega lovirus-dri von lac 
express: on plasm ids as a reporter, we tested the trans feet ion efficiency 
of cRGN-hK ir. nepat omn ar.d pancreat i c cancer c€ 1 1 lines. Trans feet ; on 

h t.oe cRPN-nK ''plasm.: d romp! exes AtcAar rat ic 4 3 3 3: 1 ; was inhibi ted by 
•. •) rP! re: f :: 1 cmy - : 0 PA, an :o:ArA-.er : f Are vac ivA a r ATFase endm-cma'. 
r. y l. pump , or 1 1 ::vAP eye mP.GPrV, ar. ir.r; eg r: u a". phavbeta3 antagonism, 
.. n< :.]■: 1 no tha: : ne :n:ee eier;ents :A iRGN-hK could function as expect ---d 
at Ix us t in vitro. In r.uce m.moe bearing tumors created by subcutaneous 
.. rv_ cul : 3 1 ion, luciferase activity in the tumor tissues 4 8 nours after 
the injection of the cKGD-nK8pl as mid complexes through the tail vein (30 
roue pl::smi:is per mouse,' was significantly higher than the*: in the lung, 



:y, ami spleen, but cnly fl.ghtl y higher than tha" in the ! ivv, 



A.'AhouAr. the Litter difference \;as sma 1 1 , we pr cposo a co 4 em; : a : u- uv; 
gvr.e : ne rapy for advance 0 solid tumors An rough ase ::' the- to. - oc tc 
pg t .: de vector . 

PEG 13 PAY NNM3EPS: 8 38 99-55-2: 3AP1L3MY31N A- 1 ; 9C 14-C0-CQ: NNC1FERA3P.; 
1 8 t- --41- 30 : LUC 3 F ERASE ; 3 1 96 9- 9 9- 1Q : LUCI FEFASE ; 6 1 97 0- 0 0 - 1Q : 
PNNI F ERASE ; 622 15-54-1C:: LUCI EE PAS E; 761C6-81-5Q: PNC1PERASE 
OEJMP- IPTOF.S : 

MAJOR CONCEPTS : Methods and Techniques; Molecular Geneti cs 3::Avvs: 
^nd Molecular Biophysics!; Tunc r A c 1 c gy 

5IC SYSTEMATIC NAMES: Herp esvir i dae — Animal PA ruses, '.Anuses, 

Microorganisms; Hcminioae--P r imates , Mammal :a, Aer tebrata, 'Pure a, 
Animalia; Mu r i oae--R:.dent i a , Mammal:-:, Nortebrca, Aocriata, A:. Aral: 



-ell I i no ( H :> m i r. i d a o ; - - h urn a n pane roar : • r ■ i ; a ; 

line (Homini :Ue) --humeri pancr eat ic canajr co i i s ; ids' 
cell line} ( H Drain: dae • — human hepatoma :e I 1 s ; ■: yi arm.- ;a 1 o v : r us 
(Herpes viriuie 5 --expressl cr: system; :: ; 'j'j.s^ 'Mur i d^o; --an ima : mo de 1 , 
male, r, jie, ■? t r a in- BALE / :: 

'JR'JAN'ISMS : PASTS iiTC: cytnscl 
ICS To TEX AT La I* L A3 S I F I CAT I I'N (SUPER TAX A) : Animal Viruses; An i rm* 1 s ; 
Cn :rdates; H -rr.ans; M anm-n I s ; Mi croorgan i sins ; Hon human Mamma \ s ; Nonhum-jn 
7e : tebr \ t as ; Primates; Rodents; Vertebrat.es ; Viruses 

:h~:::CAL3 i -3: : IHiiMICAlo: DNA -oinding oligolysino; RGD motii; 
c i : : 1 L err y c i n A- 1 -- 7 a : ; ; 1 r AT Pa 3 e er. do. soma ; proton pump i nr.: hi tor; 
■v ■ * io; . r-v i 3 :es ; . ;o i. £e rare — express i en; '. ue i : erase express : en 
0 ;.rr: i ; - - r- : ■:: r *: e r ; - am : r - * 1 r : - * :r/.i r - -r * : d^ vector 

MET.-i :D3 v EolJ I ! : : wmTl : a ;aviral oe.e ' r.erar y— rare : ' r:.c-* hod, t res a <-~r i - 
me ' h 

: -13 L IAN ri> IE R.MS: tr hn.5feet.ice e: :.. c:o.ocy 

cc*: :cc:es : 

.'2a e/'io. :ay *:id Cat :> : an e m i s t r y -Animal 
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. -I aa )pl " 3 sn.5 and IJeoplasti c Agents- Pat ho logy ; Clinical Aspects; 
Systemic E free*: 5 
1 - r " C j 'Genetics or Bacteria and Viruses 
::SO»:i V.i. ro 1<: -^y-Animai Host Viruses 
Bl-\- YSTEMATIO Ct-3'L3 : 

"'at 11 H e r pe s v a r da e .IT? '? 3 - } 
- vl 1 : H" >man i.eiae 
Mar... i^e 
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Potential tumor- targeting peptide vector of histidylated oligolysine 
conjugated to a tumor-homing RGD motif. 

A:k; V; H a k a 3; Kawa S; Kiycsawa K 

ine 3eto:.d r er. irtment; of internal Medicine, Shinshu University School of 
Me carte, Ilea rate, Japan, yaoki z r^hsp . ma . sr. i nshu-u . ac . j p 

'acer :mr.- t. herauv : Enq^and: Oct 2001, 3 • : C ; c _,c :-"', iSat 
09. .<-::<: 3 Jo Coca: i-11223C 

! t'cament t ype : -Journal Ai'tiacle 

Languages: E(:-:;il c H 

liain Citatrtr. Owr.er: :JEM 

Pec: r i type: Ctcp'leteci 

.■■abi :: l.e: " r:;:)cl>:" MEDICVS 

W«-f hive :iev- :..;.r ed a potential tumor-targeting peptide vector (cRGD-hK; 
th.it is intended t :. be syr t emical ly and repeatedly administered to patients 
wi'h a ivarecd 1 : d * amors . The peptide vector of 36 1 -ami no acid 
re ■. . deer , CheaCp a . H - ] r'.KV.) h , comprises a tumor-homing RGD motif, a DNA 

-b . r.di r. z o . r:a y. iee, an i h;.ac lay * res : dues -.0 aci J : t a + o the de :. very :raa 
tr-: "••>* 1st". . '.' 0:1 • :yt - :t- -;:a a;v : r as- a r : ver. 1 u - i : --r :se txr r ess : tr. r hi.-:: . is 
a r c ract er, v/e tester: ne : rans 1 e ::t : on ef i icier: cy c f jRGD-hK i n nepato::.,.; 
and pcir.creat i " tar.cer sell iir^ts. Trans :. e-ct i or. with pi ..;::. . : 

complexes malar rat ic- 4000:1) was inhibited by 5 J r.M baf iicmycin A 1 , an 
inhibit, or c :' the vacuolar ATPase endosomal proten pump , or 12 mitral' 
cyci oRC-afV, an integrm alphavbet a3 antagonist , indi tat i ng that the three 
eiet.ent = z\ c:-.Cr:-hr! aauid function as expected, at least in vitro. Ir. nude 



act:, vi* y ir. the tumor tissues 4 5 hours after the injection :: an* 
cRGa-ha/pl arr.a; complexes through the t a i .1 vein ; 2 i. taorog p last. : as per 
mouse ) was t ianif leant ly higher than that in the lung, kidney, ana spieen, 
out cr.ly siiahtly higher than teat in the 
difference was small, we propose a potentia 



: * . :• vector . 

"Liver Neopia::*rr;: , Excer i it.- : r j to I--'.r.er at... y--CE; • 0 . * _-c<.^ *.. 1 dec- - :.; - - 4R ; 
* ?an:reat i c: Ne>-=p 1 a sms 1 he : a p y — TH ; A ro; y 1 ys i ne — qenet i cs — GE; An r : : b : or: i n s , 

; E r i z yme I r. h i t > i t o r s - - p h a r :r.a c o 1 c g y - - • : ; : . i •; e r 
i S"l — ME ; Liver !le,pUsi;.s, K>:r,-e . 

es --: o;a rrnaco k : net. ; OS--EK; Fciro-r e-jt. ; • : : . -j. 

ii:.. :rejt.': Neop 1 a ^" r:e - -pa : eg y- - RA ; I i ^ . :.. ; 

Tissue 0 . . m tr i but ion ; Tumor CoiJs, Cul: jrea 

■■ Ant i ; e ot. i ::s , Macrclide); 0 (Enzyme Inhibitors); 



:1a :r Dli je--pha rn a ^ ^1 ~eiy- 
Ile^pLasms, Expo r : rien * i 1. 
--pat Logy- -?A; !,j v f c 
Mi :e, Mud-; -J . . 7 per, 
--netanoli ■ : ;i' l --ME ; R 
V ~> . y Lye i ne - -pna rn. ; : :< -.. . 
i Lnn i b i o es- - A : 
' 'A3 Regie * ry No 



V 



) 



'1 Mjii :; G peptides) ; 0 iPlasmids); 2510 4-1^-1 

■ RoLyl ysine,- ; 7 :-ec-: ( His tidi.ne J ; 68593-55-2 (baf ilomycin Al) ; 

■Ai :■ ^5-7-: -2 i argmy l - g «.y :y 1-a. -: parti c acid) 



EC 



1 . : ? . 1: 



( Lucif erase ) ; EC 3.6.3.14 
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Potential tumor- targeting peptide vector of his tidylated oligolysme 
conjugated to a tumor -homing R22 motif. 

AUTHOR: Aaki Yuji-'a); Hasaka Shigetcshi; Kawa Shigeyuki ; Kiyosawa Kenaa. 
AOTHaaR AIORESS: (a) The /.econj Department of Internal Medicine, Shinsha 

Uni versity Schaal of Medicine, 3-1-1 Asahi, Matsamoto, 390-8621 : 

ya aki 5: jUusp . nd . an insh a- a . ac . p* * Japan 
JOURNAL: Cancer Ge-ne Therapy -f ( 10 ) : p7 83-7 8 1 October, 200 1 
MEUl'Ol: p: : nt 
IS JIM: 0 9;; .--1003 
DO 7U! ' r 1 r J 0 7*i PL*!: Ar* "0 e 

SUMMARY :,AMr;UAC-=!: hngii a 

AB2TF Ah'T : We rave level >pe :; a at er.ti ai t ana r-targe t :. n a peptide vector 

■ crO'Zi-LK ■ t hat i a Intended t o be systemically and repeatedly administered 
*o patients witn advance:: s ai i d tamers. The peptide vector of 36 
2- ami nc aai a re:. dues, IF.SIMF R (K - ) F.'KK} 6 , caraprasea a tumor-homing RGD 
rsiot if , u DNA -a ..riding a. lo :■ .1 yaine , and hisardyi res i dues to f a-.: i 1 i * n t e 
:h-: :iel : very int > trie :a/*: a.aal . Us in a cyt omega Levi r as- driven l.aaifer^so 

:•£' ::F.GC -h:a i ri nop at: am i and pa n are a t i c cancer cell Lines. Trans fee a i on 
aai an tne cF.CD-riR plasmid oamclexes (molar ratio -1 C- 3 0 : 1) was innibiteu ay 
: C .ox o.\- id .1 •: my :: i a Al, ?:n aaacaac r af the vacuolar AT Pas e endosomal 
prm t on rump, or 10 mi.M ay al c FeOtaf V, an integral a lpnavbet a 3 antagonist, 
i.ndi :aa t _ no that a r.e three elements of cRGD-.oR coal, d f met ion as expected, 
at. 1 e a 5 a in vi.trv. In naa'e ra.; oe rearing tumors created by subcutaneous 
i.n'_ calati an, 1 uo: fer aae activity in the tumor tissues 43 haurs after 
ah*7 irOoeaier: ;>a the cFhlj-nK.' pi asmid complexes tarougn the tail vein ;22 
muo c la and. as per- m:>us> • v:as s i.gni : icar t ly higher t nan that in the lan a, 
-.ior.ey, ana sphasa, o a; :nly slightly higher than aha a in the liver. 
Aianiacn aae 1 a*: * s r a . :' r ere: ice was sma i. 1 , v;e propose a pot en a ai nenvirai 

pej a i oe vector . 

RE0I2TF.Y NUMBERS: a -2 : EAF'l LOMYCIN A- 1 ; 9014 - a0- aQ : 2UC I FFR.ASF; 

a 1 •: 6 0-4 l-8£: hi 'CI 227.20 2; 61 26 9-99-1Q : 22C I F ERASE; 6197 0-00- 1Q: 
2VCIFEF.A3E; 6 7 7 1. ?- : 4 - 1 72 : 2UCIFEFASE; ' 7 61 0 6-8 1 - 5Q : 2'JCI FERA2 2 

DESCP I FTC 7. S : 

MA2CR CONCEPTS: Methods, and Techniques; Molecular Genetics ( 2 \ oohem i s * ry 
and K>- ieaul a r B lepra's i as ) ; Tumor Biology 

2I( aS Ya'l 7 MAl'i C NAMES: r: •:■ rpesa'i r i aiae--An ir.aa : Vxruses , Viruses , 

Mi a rem rq ani sir..-: ; Horn . a i eiae - - Pri mates , Mamma 1 i a , Vert ebra ta , (ha or oat" a , 
Anima.aia; Ma r i dae- -Rodent aa , Mammalia, Vertebrata, Chordata, Animal: a 

0 ROAN 1 SMS : HepG.1 cell line He mi nidae ] --human hepatoma cells; • : s 0 2- T" 
cell Line ( Hcnn nidaoj -- human pancreatic cancer cells; MI AFaCa-2 cell 
line . Ht'ini nidae --human pancreatic cancer cells; PRC cell line { ?? V 
cell. line} ( Horn inid^e ) --human hepatoma cells; cytomegalovirus 

Herpes viridae ) --expression system; mouse (Muridae } --animal model , 
male, nude, s train-BALB/c 

B 17 SYST EN'AT 7 C CRASS I FICAT ION ; SUPER 2A.12A; : Animal Viruses ; .Animals; 
Char dates ; Ramans; Mammals; V. ic r a a r can : sms ; NO n ham an Mammals; !:crla amar. 
"er aec rates ; Primates ; R .: ;era a ; 7a: * •ara.-s; Viruses 



at-iExicAXS * bicchem~es: dna -ui noi:. : Aiw.x,:-.n-x rgd 

b i 1 i 1 omy in A-l — Vacuolar AT2a;e ; :•• ^ ;:. ; . : r 1 e xx . m x : 

:i l stidyl residues; 1 u c i f e r a s e - - e ;•: p r e s s : o r . ; i a ..: i : e r a se- expr ►•es i 
p .. asrr.i :is--rep irner ; r. amc r - L j r ge t i eg pent i ae vector 
XX AaCDS 5, EQod DMEKT: rmnviral ;ono t :xr ar.. y- - ;oh-t i : ::,a:.a:, i: 
met rev; 

JELLANEODS TERMS: transfe :f ion eiri xioncy 

oc ;■: pt codes: 

)2 - )>: lyt jlo qy and Oy t "ichom i s 1: ry-Anima J 

XT. H ilytalogy and Cy tocherr i 3 1 ry- Human 

; 5 . ;a :e , x ci is and Oytcqenet i cs-Ger;er a i 

■ lion-- 1 . :::: and C/^cqene: i es-Anima : 

! ■■: f i and '"ytoger.ot i es-Humar. 

' ■■ ;:: :r .r. yme = - Genera ! end " 'e x X/e 'yia-«; ^^--y^Q 

hi '-X'):: la xts and Xa:pla.e. : " A nana s - 1- - : x. no X. ay ; Ciinisai Asp-, x. 
ys t 'ir.. . a X : i e :*.:= 
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Structural characterization of mouse CD97 and study of its specific 
interaction with the murine decay-accelerating factor (DAF, CD55) . 
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AB.TAACY: (2)9 7 is a neve y scent : f.i ed , act i va a i on-as sec i a t ed itxa:. 2r.x::x 
x.- : can ux'n Eove.o put at i ve transmembrane domains . It has an ext enaea 
•ex resell .x.er segment, corit a mine several adhesion rextaXe st ruxt are 
mv id's, and .a us been 5- hi own to interact with the human complement 
regulator, deoay-a tool erat log factor ( DAE, CD5i). To understand iurther 
ate i Titer action between CL>9'? ana OAF, as well as the structure arid 
amnion ~)f. CD ■*! in general, we have cloned the mouse CD37 cDNA and 
studied the encoded protein for its membrane association property and 
abil.ity to inters tt specifically with the murine decay-accelerating 
factor. The full-length incuse CD97 c DNA that we have clcned and 
'aha ra :;t er i zed onsodes a p>rc'tein that is 60 ,;: '. ident ical tc tae three 
■ec.merma! a r aw* an factor' > EGF) d ama i n-cont a : n ; ag form of human CD 9 7 but 
doe i not cent a m tae A r'e-Gl y-As p ( RGD ] mot i f van: ch is present : rt h umar 
XX A . Two o'x.er a 1 1 e r n ■. t i vel y stX : ;ed : .x ::.s of mo us-- ''2X-^ were i!s: 
..dent if i^d. ihese :cr:a differ by txe ax: x .: ECX-m-x. s-xaa-s.-- xp-,x 
present :n the M-t ermine! region. Northern b] ot analysis revealed that 
CD!) 7 i.s expressed widely in mouse tissues and in resting as wee! 1 as 
activated eulturea mouse splenocytes. Transient trans feat ion of human 
ombrymie may (HEK; 29 3 ceils with the ma use C2 t2!!A in a 
eresn-f 1 ax escen se protein vector ipEGr P-N'l : showed plasma membrane 
targeting c f the express-- a proteir.. Western bit. a ar.ai ys : s ::r.: : rrr.v i :t.s 
rsxtitrane association arc identified tee exxster.te x" a r x ex-': 
C- terminal fragment, support; ing the notion that C29"- an ^r.e eel! xemnrar 
...s compos ec; if cos t - 1 rans 1 a t i ona 1 1 y genera tea subun : t s . Aar.es i :„:. x..u.v, 
demonstrated that norma 1 , but not DAE ar.ee as at mouse er ythr o :yt e a.nti 
spienecytes adherea to mease CD 2^ -trans f e ated HEK :e lis. The irx.-x-xix' 



• - •• • • A ■ ' ... ' :: 7 ' • * • : ri M ?7 

These rorj i t. s ; n J 1 • :<\ ' • • * n A ♦ ;.. • j-n-ei. era" ur •, i r ins •; j • 

property and PAF-b : :.• i : :. : at. I 1 : * y . : A <A • .ns>.e v- 3 ,,:.d tr.M- 

adhesive 1 nt e r a 0 -_ : on r>:-'.weer. CPA' and AAF As : r.dep v.- noon t •;; ;" an*.- RGD 
motif. The find: :vg that 0L97 is 'lis* r :;. / v-i v; : -i^ ■ 1 nv .:. : varies ::s ... 
tissues suqgesto that CD 9 7 ::.ay have other r - A os :t. 
; jct i vat. i 0:1 . 
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Increased in vitro and in vivo gene transfer by adenovirus vectors 
containing chimeric fiber proteins. 
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F.E< 'Ar-P TYPE: Abstract 

LAY A1AGF: Fin g". ash 

ABC TLA ST : Alter.A.icci of tne natural tropism of adenovirus (Ad; w i 1 ] 

pern it gene transfer into specific cell types and thereby great Ay broaden 
t.uo scope af target diseases that can be treated by using Ad. We have 
'-aristiuzted hw: Ad vectors which contain modifications to the Ad fiber 
ca it protein that redirect virus binding to either alcha-v integrin 
, A :i7 . F [ RGD [) ar heparan sulfate ' AdZ . F [pro ) } cellular receptors. These 
vectors were constructed by a novel method involuting E4 res sue of an 
E4-uef i aient Ad with a transfer vector rontaining both the El re g inn 
an: tne m n d : f : ed Ar - r gene . A CP- RGD : r. Teased gene del i ve: y * . 
e n : o the 1 : a 1 a n d sr. t - h resale - - ! s e :«: r r e s s : r. a a ] r r. a - v : n t ear : r . s . 
Likewise, AdZ . F ' prC^ ; increased t r ar.sdu at i sr. 7- ta ::""-:'old an multiple 
ae ] 1 types lacking high 1 eve 1 s :: : A a r e rap tar, in "Arcana 

near op rage, endatneiiai, smoath musaie, fir rob last, arc T aelis. in 



a ici i t ion, - . F 'pK7 !oianif ^ '"an!" " : . . . t _ . r _ 
v ::?cul:ir s:i : ">th rus:le ceils if the cor cine iliac art erv foil cw: r. ■; 
tijilD")!! an j i ■: p 1 i •■ * y. There vectors ma y therefore be useful in gene 
tr.eiapy f:r v5sr....-.-.r restemsms :>r for targeting endothelial cells in 
t .;.-!.: r.-.: . A 1 1 r. --ugn :. :ndin:j to the fiber re reptor still occurs with thes- 
vectors , t .toy :lem .-nst r e :he f easibi 1 :. t y it tissue -specific rocepc 
tii: :ro in :e'. 1 . . w:ii:n ex:: ress 1 >w levels of Ad fiber receptor. 
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A fruiting body-specific cDNA , mfbAc , from the mushroom Lentinus edodes 
encodes a high-molecular-weight cell-adhesion protein containing an 
Arg-Gly-Asp motif. 
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AESTRA1T: A stNA cline (designated mfbAc;, encoding 2157 amins a:ia= (aa;, 
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'•Ms i ^ 1 a 4 ^ i from a mature : r -j 1 t : u:-;;s uy A;:. A . : r. rar y~e! * : 
• " trr. P'-uti:e:n - - :i ' Pa. 7:.-- * r u : r 4 w : ; :uda:.* ;:. 

: : u; * . ; » J A- A* P'-' In : r •• : r :i * : : r. r, a ; l 

■;ar i - - n- A r •:.* A . • : :• . a. a . v- ■ :■ ■' A A.-- ::'/•• A: c\ . A 

~.'..r* : ;:tanunut : r. the r turn s' ; : • , :. . y u 'l • : v- : : 

the j i . 1 tissue . The MFP.-. f.r A. ni . r .-:A<a,. m : 

:el J -s jr 1: ace a 1 1 achmen t. -prornot. i r.tj Ar -:j-G i y-Asp ( RGD ;• mot. i i . MFBA wa s 
or :au :e d in Esche r ich : <i oo 1 i 'jsinq a ma I t ose-b i r:d. no prot. e i r. 'MBP • r us : • 

vector , bat it wao c 1 oavo^i i r.to : oar : raamern s over, in 
ut ;tea ; e- de f i cierr. no at . A 4 2 0-aa MFP A peptide :ont a i r. i rnj tne RGD ::. a 

named MF3A(b3?-l 5 'Jo) popt i.do) was sac n.-ss f u.l 1 y pr-,du -od an ! uv s :■ 

A; oxprass.on ays tan.. Thus Mr BA ■ 5 ira-". ; ; o ; peptide e:-Pe : b i t ad a ' :o . : 

a.v3i Lai ind .spre n.nq activity t award m^mma i .: ar. col.s. Tr.i s a a* ; v 1 ay 
arte MFRA fragment was conpeai tave 1. y inhibited by the 

My-Ar 3 L y-Asp-Se r-Pr a peptide br: net by tne G.i.y-Arg-G.1 y-Glu-S e r - rr t 
pant lit , a hawing teat tne RGD mat if af MF3A ia essential tor tne 
:ed l-bi.ua Ln<j activity. 
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Recombinant Domain III of Perlecan Promotes Cell Attachment through Its 
RGDS Sequence. 
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AH STRAIT : Per 1 era n hasTeen previously coe.n sncwr: to support aita-. 

a wile variety :»f rel 1 5 through inr.era r, : oris of its core crotoir. v.:*:. ru- 
le . ] .:ur: ;ce. Tr.e :ore prote in domains involved in ceil adhesion ar-, 
ritwe-er, m<:iovr.. The lamirii u-1 i ke domain III oi murine perleoau oon'aiu.-. 
nr. r JDS ;-q ieu :e ano is a lively candidate for supporting 

: f-E uir-nei; c.tri :e : 1 3tta .v merit . We made a oGGA const ruot orrosr.o iiu 
' :> main I I : i- i ■■ r. • j : n 1 u 1 in . u : ram- mx.^ pept : d'- at ♦ r.<: t 1 -no -j.-: 
••• • • ■'• a .- ' :. ■ : ■ : ' ' : . • • r.y ..on; GGA *. 

pe.-l-- c. T* .-■ ' us* r u ■ Vac : user ♦ -d : :V * h' r s"."tM7 vector c : d 
' • " • u . : * : ! • , c. : 'no- .•■':•-*>-: ; m-i : u 

'i - :■: Co: u, v;.:.- r : r : : r - r * .ue urn . r : :v- . : r : ■ • e Am 

:mr,e.:. • p r . <: ; : e d r:y n lesuon wi * n tn< prott ase as we i i as arid ; ys i r '.: 
trs ::ta:y sr.. id: wed irr 3 ;e or" the recombinant protein indicated it was 
pr : . :e d . n i native : mn to mat ion . ke conn 1 nan t domain. Ill coated or. 
tissue -.it..:-: iisuof, supper ts aire si ,u if an c-r..i the 1 i a 1- 1 m us-- 

••] v. - rr '•: r y * .mo*' ceil Lite MM • '6C5es in a dose- nor ♦.•udent manner . Tu : s 
.cr.er.-3ct . . n mas inhibit -2 I specifically by the RGGG3 synthetic peptic-.: .no 
o* c p-.rle nui, out n :>t 1 ammiri . This domain : ! ! RGD -dependent -o : : 
v:\ 3 . hmee* a u/Lcy in it rates a role for perieoan in 1 n t e gr i n-med 1 a ten 
s r ■;: n - 1 1 r. j . 

RE' 5 1ST? Y MGMBEC-S: 153-8 7-70: INTSGRIN; 60791-49-3Q: I NT EG R I N 
DEGC:- 1 rTOr.M : 

MA TOR CuGCEPTC: Cell G.ology; Genetics; Membranes (Cell Biology); 
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Potential tumor- targeting peptide - r of histidylated oligolysine 

con"jugated to a tumor-homing RID motif. 

Act- :. V; [ : ?<:.-.:. G; Kc.o G; riy.'Siw.j K 

! he .'ieccr.i : >e; a rtrr.e nt ni : n*. erna \ Medicine, 5h:r.shu Gn i vers i t y SchorG z: 
Me - ue :. ue , K« tsum-: t Gap b n . yac- ei.5 5C d hsp .md.shinshu-u.ac.jp 

'.GiUter- aeue * her apy • Engi. ind! Oct 200 1, °, (10) rG'-C-'h ! GGN 
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roc.;rent t. yptc J mrri:. Article 

Gut; mm-' : ENMu.JGH 

M«:. :. lit at itu Gvc.er : Ml!-! 

Pe>-tr:; tyre: ?■: rv.pl e tec; 

Gulf: • e : ^ IGGEx' MEDICGG 

We have .leveitped a pt tent. ia i tumor-targeting peptide vector (cRGG-hK; 
that is intended ti he systemically and repeatedly administered to patients 
with =::.V::nted sclid turrcrs. The peptide vector of 36 l-amiui a:^c 
residu-.-s, IRCE'CE { !-* [H- ] r!r"t) 6, comprises a tumor-nominc RGD motif, a DNA 
-binding c iigolysine, ana hist idyl residues to facilitate the delivery rr.it 
the cytcscr. Gsmg cy t erne ga 1 ov 1 rus - dr : veu I u ti f erase expression plasm: Gs as 
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: r - ■ r '. r t - r , w - : 

-ahd par. treat ie .:<jr. .:er :e . . 1. :.--s. A o..o-:0 . .:. 

:amr.. 1 e::es Amol^r roA 4'A' : 1 w- : s Astir iteti tv : n.X r -i v •: :. . , ::. 

inhibitor a: the va:u'/.a: AT A: so - sstai r r o :. r. a:.;. , : i :. . : X 

:yc 1 oR30f V, ar. ihtogrin a 1 pha vb«: t a 3 -ant agor. i s t , indl oat. i rig r n^s t tro'O- 
• ■• - ement s of cATj-nF to-; 1 i f unot i or. a:-: '.•>:!.•: :'.oo, r. X.-^st ::. vAr . A. 
mice cearirig tumo rs or eat od by sob ■ rut a neous i nveu 1 a" i or. , A; A f.-r js-: 
activist/ in t. he t umor tissues 4 * rj-ors ,i : * er t r . ( , A A • ■ • ♦ ; r> <.« . : 

:R3D-hr: ■pifj.srr.id complexes ' r.rcojr. th-; * A : v. or. .. r:A -ro > r . :sr : :s 
msase) Wn.- si-gni f A..ar:t i y higher A;ar: * o.o. : r. toe A-:. J, kidney, ana sc.--:., 
but an :.y .e lightly higher than * so in the liver. a:*..Ao;. to-- ;.o--r 
ui f f ore.oce was small, we propose a pctenti a 1 nonviral gene ther acv : s r 
ad van ue .i solid tumors through us e of the tumor- target . rig popt i do- vector 
rags: Animal; Ham an; Male; Support, Non-U. S. Gov't 

A-.: -.pears: 3ene The r a py — it. e trods- M T ; "Genetic Vectors ; Aos::g::o; 

NAsj: .lasms, Experiment al- -therapy- -TH; ^Oligopeptides — genet ics — Grl; 
. ::re it :.c Ne op lasms --the rapy--TH ; - Polylysine — genet i cs — GE; 

Ant i r: i at i is, Ma zrc Li ie~pha rrnac :dogy--PD; Enzyme Inhibitors- -pharmacology 
— ; l.i* r er Ke ;>c 1 asms , Experiment a I --metabol ism- -ME; Liver Neoplasms, 
Exp-:: L:: -nta.. — patnc lc gy--?A; Luc. f erase — metabol ism — ME; Mice; Mice/ Acred 
BA22 A Mice, Ace; C li gc ept i des - -pharmacoki net i cs - - PK ; Pancreatic 
Me ■:: 1 3.;:-.s-re*oibA AvO--ME; A:oroo • Neon! asms--r a t h s logy-- 3A; r-:a?:r: A; 
Polylysine - -r oa o :. .: :s -o ne ri o - - A*X =r ' o.-oov.-ooro AA :.--s 

12- n.sts an:; inhibitors--.".!; Tissue I A stri but i on; Tumor C<- : - i 

Co.'; .. 

"-'A • Feuistry N : . : 0 [Antibiotics, Macro! i do ;■ ; C (Enzyme Inhibitors,; 
0 AA-.nro.io Veztars;-; 0 (Oligopeptides); 0 (Plasmids); 25104-1 8-1 

; A: 1 ylys.. ne- ; 7 1-00-1 ; Hi s t idi.oe ) ; 9 83 90-55-2 (baf ilomysin AA ; 

90: A: -1. 2argLnyi-g.ly<::yl-aspart:.c acid) 

En.ryr.. No. : EC 1 . 1 A AA - (Lucif erase) ; Eo 3 . 0 AA 1 4 

A r ■ : to r.-T r ans 1 coat l no AT l-ases ; 
Eeooro Mate Created: 23011031 
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DIALOG :F ) F'lle 15 5: MEDLINE ( R ) 

COs; 2 3 1 3S 9 5 1. 7 2 :j 0 B PM I D : 7 8 67 04 5 

A fruiting body-specific cDNA , mfbAc , from the mushroom Lentinus edodes 
encodes a high-molecular-weight cell-adhesion protein containing an 
Arg-Gly-Asp motif. 

rood. C ; Mat - A; Ay.woa 5A Taaaa: A rait:: V; frAshioA. K 
l-epartmc ro; of L... :.e Science, Tokyo Institute of Technology, Aoion-ooa, 
J a f. a : i . 

Oerie Nt TiERTAADS : Fee: 2" ? 1905, 1 3.4 A; p31-^, 3 230 CT^-A : ^ 
J:»uiTial C-: do : 7 7 0<: 3 (51 

Icu;ursent type: Osama 3 Article 

LaroTuages: EN 321 A SH 

Ma: n ritati-r.n Owner: MLM 

Ee z :.• i 3 type: lomplete:! 

•As: f : le: 1 NOEx' AE2I202 

A AAA zlsne {designate:! mfcAc) , encoding 2157 amino acids da' , was 
asAo e: from a nature t r ai t i ng-b :>dy cDNA library of the eaibie mushr ; cm 
Lent : rms edodes. The mlAA transcript was abundant in mature fruA : r. g 
bodies, cet eatable in immature fruiting bodies but absent in earlier 
developmental stages and in the vegetative mycelium. Although more abundant 
ir. trie pileus tnan the stipe, only low levels were found in the gill. 

tissue . The deduced MF3A protein (234.5 kTa) contained a cell-surface 
at ta ::hment-pronotin:i Arg-31y-Asp { RGD } motif. MF3A was produced in 
Escherichia zoli using a maltose-binding protein (MEP) fusion vector , but 
it was cleaved into four fragments even in a r. rotease-de f i t: lent host. A 
4 2 5-:: a MFBA pept ide containing the RGD motif (named MFBA [ 5 3 2 - 3 5 1>A 
pept : deA was sac ressf u 1 1 y r.rzduted us:n; the rAnage A" exnress; sr. .yo 
This MFBA ' 3 : 2- 1 A3 K . pes mine exoro- : a sel i a or.es i". n and sr. read : ng 
activity tcsarsi mammalian sol is. Tu.s a.-'ivity s :" the V. F5A fragrs'-nt w-:s 
zemr- t itively Anhicitea by the 3 i y-Ar g - 3 i y-Asr -.''a r- t r s poo v- so ro * :y 
the CAy-Arg-Gi y-GIu-Ser-rro pept ice, sioswung that the RGD s.stif si id-AA 
is essential for she cell-binding activity. 



II collagen antibody- induced arthritis in mice. 
Apr 2 2002 
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!.?i a 1 oc Lycoprote.^r.s )■ ; I (Tumor Necrosis Fa :t.cr); r 6 1 4 " - B * • 
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alpha v-Integrin antagonist EMD 121974 induces apoptosis in brain tumor 
cells growing on vitronectin and tenascin. 
Apr 11 2002 
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B1BCBG (?) Fi le : : j : MEDLINE . E ) 

i jCI 0 : i 11 0 B G 4 C :. EM I D : 1 IV 9 2 1 =■ S 

Preparation and functional evaluation of RGB -modified proteins as 
alpha (v) beta (3) integrin directed therapeutics. 
Can- Feb 2002 
Tans: Human 

jes :u . pt. :>rs : Angiogenesis Inhibit 'jis -- chemical s ynthes i = - -CS ; 
Angiogenesis 1 nr. :.bi t :c:s- -f-n a mac jlo ?y-- PB; * 01 i.gcpept i des - -cnem: st ry — CH ; 
* Pr: t-ji r.s--.:hemi st ry — CH; + Br :>te ins - - pharmacology- - PD ; exceptors , 

Vit r :ne rt in- -drug ef rect s--l' l E; Cell Adhesion- - iru; ef f ects--DE; 
Chr :mat : grarmy, Col; Elect r spheres i s, Polyazrylami.de Bel; Endothelium, 
Vaz zu l.ar— drug ^ f f e z L s - - BE ; En :iotheli urn, Vascu i ar— metabo li.sm--ME ; 

Iraurzia 1 obu . in G--- :nemis t r y-- BH ; Pept i des — chemistry — CH 

CAB registry N :» . : C • Angi:. genesis Inhibitors); 0 (Immunoglobulin G) ; 
(i di g :>pept i i-;s) ; 0 (T'eptides); 0 (Protein-); C (Receptors, 
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DI.AI. ''B { E) Fi I B 5 : MEDLI IBE P) 

12 c B" B4 3 218*33653 PMIB: : lt"t"ll 

Inhibition of the alpha-nu integrins with a cyclic BGB peptide impairs 
arc: i zgene z i s , growth and metastasis of solid tumours in vivo. 
Mar" 4 ^2002 

Ta zs : Animal ; Male 



- - c h a r:r. aco 1 c g y- - ? D ; *Mc- 1 an situ --pa* h e 1 a uy- - T A; vaij .: ^1 a r i a a u i . :., 
Patho i agio; *01 ig:)pept i des --ph armacol ogy--PD; * £ k i r: Meop ! a s:r. s - - pa t ho i a : y 

- - PA ; F.ndcthe !. i urn — cytology-- YY; Er.dctho 1 i urn- -pa t h o 1 c g y - - r A ; Hams a >: * s ; 
; r. :u ri l :;ns , rarer.tor al ; Yeu locyt es 1 o u;y-- - '*•; Micro : : r -u *. a* : :.; 
:0 : :;p 1 a : ;m Metast as i : : ; ; Neorlasit.s, Exf e r : - :C -si 

CAY Registry Y . : Y YAut i i-ia, 'Y.Y ; a A:.' ! uour Y as • : ■ A s ; 

YA ; r.pepi Ido.-Y ; { i :Y j ! i :. Arr.r. ; V<- '<»*:-■• : . ■« r : i : y i - s i y ••/ . - ■* . f 

h: a A) 
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Integrins 
N re- Ye;: 2001 

I'a ;rs : Animal ; 

Yea or ipt ?<rs : 
*Arit i nee plastic 
--ant a >: nises 



1637: : PMi o 
as targets of 



1 7 



a- 



Pi anian 

Angiogenesis 

Agent s--therapeut ic 
and inhibit o rs - -AI ; 



inhibition . 



Inhibitors- -therapeutic use-- Y; ; 

u s e - - T U ; * Re c ep tors, Vitronectin 
Drug Design; Neovascularization, 
Pathologi ---pathology-- PA; 



P it ho Log i.c — metabolism- -ME; Neovascularization, 
Ol.igopert i ies— anta gonist s and inhibitors--AI 

.7 AS Registry Mo.: 0 ( Angiogenesis Inhibi tors ) ; 0 (Antineoplastic 
Agents ) ; Y (01. i gopept ides ) ; Y i Receptors , Vitronectin) ; 59896-85-2 
i « r :: i n y I - a 1. y ::y 1 - = .: p = r t i c a :: i :1 ) 
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1 .; Mi 4 : = a; 5 8:.; i: ?IYI d: 1 1 72: -> 41 

Inhibition of hepatic metastasis in mice treated with cell -binding domain 
of human fibronectin and angi oger.es. is inhibitor TNP-470. 
Oct 2001 

Tags : An i ma 1 ; Ma 1 e ; Support , N sr.- Y . S . Gov 1 1 

Ye.: i' r i peons : Angiogenesis Inhibitors — therapeutic use — TY; * Co i ore ::. t al 
\'e : p 1 3 s rr s ; * Fibr :-r.e it i ns — ::hem i. s t ry--CH ; *L i ve r Neopl asm.: - -prevent ; or. -lua 
aont r 1 — PC; * Live r Neop 1. asms - - s econdary--SC ; * Oligopept i des --the rape ut ic 
use-- TY; * Sesquia erpe nes- - the rapeut i c use--TU; Disease Mocels, Animal; 'Ace 
; Tumor Cells, Cultured 

CAY Registry No.: 0 (Angiogenesis Inhibitors); C ( Fibronect ins ) ; 0 
; 0.1. i peptides) ; "■ (Sesquiterpenes) ; 12 92 9£ - 92 -.5 (0- ( cnlcrcacetylca roam 
oyl ) fumag.i 11 al; 



17/8/46 (Item 11 from file: 155) 

Y YYYYY ( R ; rile 15.: iMEILIN: ( ?. : 

1 1: : H : H 2 154-2 4.! PM I D : Y/Yioi 

Shear stress-induced endothelial cell migration involves integrin 
signaling via the fibronectin receptor subunits alpha(5) and beta(l). 
Car. 2002 

Tags : Human; Support, Non-U. S. Gov't 

Descry tors : * 1 -Phosphatidyl i nositol 3-Kinase — met abc 1 ism- -ME; *Cell 
M o v erne n t - - p h y s i o 1 c « ; y - - P H ; * En dot n e 1 i urn , V a scalar —ph y s i o lcgy--Pil; YieT.crr.ec 
Logy; k M i to gen -Act vated Protein Ki na ses- -me tabo i ; sm--ME; * Prote i n-Yyre:-- i rue 
Kinase --met aool i sm- -ME; * Receptors , Fibronectin-- ph y s i o 1 og y - - P H ; ^Recept r s 
Y i t re uect in- -phy= ioi c gy-- PH ; Ceils, Cultured; Fnaot helium, Yassui-ur 

:yt c gy — 7Y; Phcsphc ry.lat ion; Signal Transduction; Ymb : 1 ica i Veins 
— :yti'logy-- :Y; Lp- Regulation 

CA.S Registry No.: "■' (Receptors, Fibronectin) ; Z ; Recent rs, 

Vit ronectin] 

Enzyme No.: EC 2.7.1.- (Mi togen-Act ivat ed Protein Kinases ) ; EY 2 Y Y. . - 
(endogenc'us substrate pplYY; ; EC 2 . 7 . 1.112 ( Protei n-Cyrosine Kinase); EC 
2.7. 1 . 157 ( 1-Phosphatidy linos it o 1 3-Kinase) 
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12' j G 0 7 7 71617 1b 7 p v 1 L : 11 7 ^ 1 7- 1 7 

Domain IVa of laminin alpha5 chain is cell-adhesive and binds betal and 
alphaVbeta3 integrins through Arg-Gly-Asp. 
jo,-: 7 2001 

Taqs: Animal; Hum an ; Supp art , ■Jon-'?.:'. Nov • t 

Loscript ~"<rs : * Ant i gens , CL2 9 — me* abo 1 : sm — ME ; * "■ M 1 Adtos: c. M . 0 ■ 
--met abol i am- -ME; * Lamir. in- -rivt abol i sm- -ME ; 'Oil gut -spa i do.,--::.otabu 1 : sr. — ME; 
"Rec-rpt c»rs, Vi trorwcl in — met aroli 3m--ME; binding S i V.-s ; Cell Adr.es oar; 7.0! 
Aire:: i or. 11 "Tiecu le •; — genet, i cs— GE; Cell Adhesion Mo 1 e o ales — i s a \ a a : an auu 
p j r- i t'i Cat i :>r.--IP; Ki drey — oytol og> — CY; Lami ri i n- -gene t i c s — GE ; Lam: r. ::. 
- - i s ol at ion and pur i f i era t ion-- I 7 ; Melanoma, Experiment a 1 ; Mi ::e ; Muscle, 

<e let a ] — o/t ::1 o t/ — CY; Pectide Fragment s — oenet its — GE; Peptide Fraom^n*" s 
--isolation and pu r i f i :a: i jr. - - 1 P ; Pepti.de Fragment s- -metaooi ism— ME; 
Protein 3t r - :tur> j , Tertiary; Eec a:nb i riant P r o t. e ins- -me t ab 3 1 i sm --ME 

CAE Peg::-; try Mo. : 0 " Ant i geris , CC29); 0 (7eli Adhesion Molecules;; C 

(Land ni n) ; j Oil a: ap-E c: i :;es ) ; 7 ! Pect ide Er a gmero s } ; 1 ( Pe aep t a r s, 
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DIALOG!?.) F : - e 17 a :MEDLI ME I E) 

1 .7 - 8 0 ? 1 7 7 l = 712t-' PHIL: 11714 sE 9 

Suppression of murine collagen-induced arthritis by targeted apoptosis of 
synovial neovasculature . 
2001 

Tags: An..mal; Ma le; Support, Non-U. S. Gov't; Support, U.S. Gov't, P.H.S. 

Pes z r .i pt ors : * Apop-t osis ; * Arthritis , Experimental-- therapy--TH; *Gene 
Trier apy- - me*", nods - -MT ; * Nee va soul, a r.: z at ion, Pat ho Log i o- -therapy- -TH ; 

■* 7) J igopept :.des — pharma aolo gy — PD; * Synovial Membrane- -blood supply- -BS ; 
Art h r i : .i s , Exp-orimerita 1 --immunology- - IM; Arthr.it is, Experimental 

- -pa K hoi ogy- - PA; bacteriophage M13 — genetics— GE; Binding, Competitive; 
Cod Lager; or a a Unlivery Syst ems --met nods--MT ; In Situ Nick-End Labeling; 



CA.:' F q.^try N- « . : ! . : { .r.t egr i ns ; ; "> ; ! 7 . : goc ept i de s • ; < Pep*: ' 

Fragment a ;• ; I Pecept •: z:i , V i t ronoct in ) ; C ; intc grin aichaVbeta: 

7 7:7-11-; (Go.l .. a-rer. ) ; 7 1 ~ 6- 3 a - 2 ( a rg i ny 1 -g I ycy 1 - a spa r t i c acid) 
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DIALOG (Pi Pile If: : MEL'L I ME ( P > 

1 J if 8"64 & L I 7 1 4 2 7 s ?MI : : lipoid 

A novel synthetic Arg-Gly-Asp-containing peptide cyclo ( -RGDf ==V- ) is the 
potent inhibitor of a:agi ogenes i s . 
Nov 2 2001 

Tags: Animal; Human; Male; Support, Non-U. S. Gov't 

Descriptors: * Kndot hel i urn, Vascul ar--drug effects--DE; *Nec vascular i zat io 
n , Pat h o 1 '0 g i c- -pat h c- 1 o gy-- E'A ; * 0 .1 i g o p e p a a d e s - - p h a r m a c o logy- -PL; * P e p t i d e s , 
Cycl : c--pharrriaco.'..C'"ij. — PD; Binding Sites; Cells, Cultured; Do: ease Mode Is , 
Animal ; E:. do the! i urn, v a ocular- -prays 1 c I ogy-- PH ; Mice; Mice, I r bred PALP '"'; 



Mice, Nude; Neoplasm Transplantation; Neoplasms , Experimental — drug therapy 




( arginy 1-g.lycy 1 - a^part ... a acid j 
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Topical application of integrin antagonists inhibits proliferative 
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DIAL 1 ' : (?.) Fi. 1-5: ] 53 : MEDLINS (R) 



Z 1 ?-3- ?4 € 2: HOD 5 94 PMID: 11 3 9 97 6? 

Extracellular matrix-derived peptide binds to alpha (v) beta (3) integrin 
and inhibits an i i o genes i s . 
Au : . ; 2001 



A'. Lrrii 



''emu L«;; Himar.; Dupport, Non-U . S . Gov't; Support, U.S. 
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] ni '.r C:-7 3L; Molecular Sequence Data; Oxidat ion-Redue: ion; Protein 3 i riding 
; R-.-ocmbinant Prote tns — mentis t ry--CH; Recombinant Froze ins --metabolism 
--MR; Fxa comb : n ant Prot e ins— pharmac clogy — P D; Tumor Cells, Cultured; 
Yit.m: nerti n- -metabolism- -ME 

CAD Regi c try Mo . : 0 ( Ac toant i cons ) ; J (Disulfides); 0 (Extracellular 
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C ■ Re c omb 1. n a n t t 1 rot* ins) ; 0 1 V :: tron e ctinj ; 9 0 0 7-34 -5 (Collagen) 

D.ntyme No.: RC :• . 4 . .' 2 . - (CPP:2 protein}; EC 2.4.22.- (Caspases) 
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DIA.ti '(?.) Fi ..e 1 [ : : : DDE DDI I IE {?.) 

11 - 1 " D 4 7 Di;-D:-:.:D: DMID: 114 6: 4 0c 

Role of fibrin matrix in angi oger.e s 1 3 . 
2001 

Dags : An i ma I ; Human 
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CAD F.egistry No.: 9 - C 1. - 2 1 - 4 (Fibrin) 
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DIAL'-c; F j. ; e ] 5 5 : MEDLINE (R) 

11. =>■!*:■ 13 D1322999 PMID: 1142 333*3 

Thiolutin, an inhibitor of HUVEC adhesion to vitronectin, reduces 

paxillin in HUVECs and suppresses tumor cell -induced an g icger.c s : .3 . 
Au : : 2001 




■ i soiat ion and pari : : a a ~ : I"; i.'.j, 
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ABSTRACT: Ant ^angiogenic therapy may represent a promising approach to 
cancer treatment. Indeed, tne efficaay of endogenous angiogenesis 
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relevant c.EIIAs :n::er tne cor.tr:- 1 : f the string HCMV promoter / enhance r , 
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treatment. Iriieed, the efficacy of en oogenous angiogenesis inhibi tors , 
in:d .:i:r.g ; :io:i _ :«s t ut m, endos t a t in arm: TIXPs, has been demonstrated in many 
tyrec of ; oil 3 '. omr : on an:..mal models . In view of the possible problems 
assooi -j ted with Son?- term administration of inhibitors as recombinant 
ptoteins, we propose their del: very as nucleic acids through a gene therapy 
aptrojc;;. To this end, e uearyot io expression constructs for murine 
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cnar jote-r: ;ei. d in vitro. All constructs carry the relevant cDNAs under the 
control of toe strong HCMV promot: er/ enhancer , and cleavable leader signals 
to allow pro te mo secretion. Expression of the angiogenesis inhibitors was 
ie-e^ted by in vitro transcript ion /translation experiments as well as 
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A fruiting body- specif ic cDNA, mfbAc , from the mushroom Lentinus edodes 
encodes a high-molecular-weight cell-adhesion protein containing an 
Arg-Gly-Asp motif. 
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Anti-integrin as novel drug-discovery targets: Potential therapeutic and 
diagnostic implications. 
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Antiangiogenic and antimetastatic properties of Neovastat (AE-941) , an 
orally active extract derived from cartilage tissue. 
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Junctional adhesion molecule 1, JAM-1 , regulates bFGF-induced angiog^nt; 
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Obtustatin, potent inhibitor of angle gene-sis by interaction with 
alphalbetal integrin . 
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Anti- angioger.es is mechanisms and efficacy of the low molecular weight 
heparin, tinzaparin: Anti-cancer efficacy beyond its anticoagulants 
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Efficacy of heparin molecular weight fractions and low molecular weight 
heparins on the release of Tissue Factor Pathway Inhibitor from human 
endothelial cells: Structure-function relationship. 
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Anti- a:\gioqe. . i z efficacy & mechanism of the low molecular weight heparin 
(LMWH) , Tinzaparin and tissue factor pathway inhibitor (TFPI) : Potential 
anti-cancer link and benefits. 
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Anti- ar.gioger.es is and anti- tumor efficacy of warfarin in the chick 
chorioallantoic membrane (CAM) model . 
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Anti- ar.gi ogeresi s and anti-tumor efficacy of warfarin. 
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In vitro angiogen:. r activity of endothelial cells induced by neutrophils. 
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Estrogen receptor-alpha in the inhibition of cancer growth and 
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Antiangiogenesis efficacy of nitric oxide donors. 
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Anti- anai oqer; i eff:^^K:y of the low molecular weight ^)arin (LMWH) 
Tinzaparin and tissue factor pathway inhibitor (TFPI) . 
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Ar.< : i. oo'ijni <: activity of a platelet specific C-X-C chemokine , neutrophil 
activating protein-2 . 



6/8/17 (Item 17 from file: 5) 

:::.v-5j-j.; 3ics:s mo. : .: . :o : •; 3 3c 06 
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Hypoxia induces differential expression of the integrin receptors 
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Regulation of angi : genesis in vivo by ligation of integrin alphaSbetal 
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Domain 5 of high molecular weight kininogen (kininostatin) down-regulates 
endothelial cell proliferation and migration and inhibits angi ogenes 1 s . 
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Anti- angiogenic efficacy of the low molecular weight heparin (LMWH) , 
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Antagonists of vascular cell integrin alpha 5beta 1 inhibit 
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Anti- angiogenesis efficacy of nitric oxide donor. 
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Anti- angiogenesis efficacy of cyclooxygenase inhibitors. 
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ABSOPAOT: Bartonellosis , a biphas: z disease caused by rr.otile 

intr hcei luiar raster: a, produ zes i n its t issue r.oase a character ist i z 
aerrr.al -rursoo. Verrsga peruana; resulting free, a p renounced er.de c he I i a " 
ceil pr j I i for = r i :-n. Bacteria are found in the interst it iurr: and within toe 
cyttolaso. of eoa:Ane0:a0 seOOs ; Rc sha-3 irr.a inclusion,. The air of this 
study was t j determine if BartoneOla baci 1 li f orrroi s produce a substance As v 
that rr.ight be resptns:r:0e for toe oassoOar pr: 



•;ol Is and measuring prol i f era t ion as we I 1 as p : • uu :? i - r. of t issue- * yj • • 
plasminogen act i vat :-r after exposure of the eridot.hei ial cultures to h . 
bacilli formis extracts. Cur result s indicate that 3 . baci 1 1 i f crm: s 
possess an activity that stimulates endothelial eel J pro; i f e rat i on up v 
three times t ha* of control. The factor As ) is specific for' enact h*: lin'. 

Is, heat s en: it i ve, la rqe r than 12 to 14 '-:d, not enhanced by heparin, 
n. ;S no a f f ic. i t y : or he pa r . n, ana i s pr oo : p i tatrd by 4 : , .. ammo no n i um 

0 ; as mi :iooen act : i-at: :>r i no . b i t or . It was .lhso de to rrr. i ned that B . 

moael for angiogenesis . I he ho results describe a bacter i al 
:.r. -...r .5 ) that : tirri-Lates two imp:- rt art steps in toe deve i cpment of now 
b..ooa '/erseli ...n vitro, as well a = the format i. on of new blood vessels ir 
vio T <: . ;'iet ermi n 1.107 t: ne me r nan ism c f action, combined with complete 
•naracierizati.tr. of this ; actor ( 5 ) , may help ir. un ie r ? t and ing the 
p.'ithog- nes is r.o~ only of * he Verruga and angiogenesis in general tut 
.-...so tne recently ies ::r L d 0 a t - .: : ratch-as sedated epithelioid 
n-mar.g: orrias in patients etc. AIDc and Kaposi sarcoma. 
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Bartonellosis , a Liphau i d i se- j s« ■ vju:> ; ^ r;y m';t i i e i .nt r ^ o ;.uei r 

'V'.Trugci per uana r esu I t. : n-g from ^ : v r a u . e d f-nd".t h< • \ : 1 "e : - 

p o el i f era t i on . Ba:teria are f ■ unci i ri '.r.o : nr. e r o t :. t ; um ^nd w;*h in * he 
ov* op I asm «: f en do the I ial eell. ( Pooha-hima ire.:-; : . The : : ::. : * n . :-. 
e.\ay was to > do t e r m i ne if HarP nel 1 a bae : 1 1 : f e r m : s p roduoo a subs* ar. ' s 

rriiq.-il be ro-sp tns iblo f o : me Voscular pr :. . i ! e-rat : or. s^e-n ; n : ne 
'.'•-.ruga . This was assessed in an in vO.rc system using human or.dutho 1 : -ii 
ee ; Is and measuring pro 1. i f era* ion as we 1 1 as product ion of '.issue tyre 
i j. .5m in::- gen activator after exposure r o the endothelial nurtures t z P. 
I v : i 1 ] i f ormi s extra-::.:. Our results indicate that. 3. baci I 1 i f orrr.is possess 
,.n activity tnat ;- : t imu iates >.na tthei iai cell proii f era t ion up to tnree 
tunes that -_»f control. Tne fact :r (s) is specific for endothelial cells, 
neat sensitive, larger than li to 14 -:d, not enhanced by heparin, has no 
a ir.it y for heparen, and is preci p i.tatec by 4 : \ ammonium sulfate. In 
Iditior., 're- 3. b acl L : i f ormi .- extracts stimulate production of t - ? A 
, ; nt ioen in .a cor.c> nt rat Lon-depenoent fashion . This activity is also heat 

► x* rac: = , loo'vo ve r , eo no: i no re a s >3 t ne p r ;du ot i en of t: 1 as ::. : r tier, a ••: : vat '. r 
. nh ibi t or . I' was a. so dot o rrr. i r- -d : b.-jt . ba :: i i 1 1 : o rmi s ex* rafts stimulate 
* no- format, or. of new r.lood ve 3 s 1 s in ar. Ln vivo rr.ooel for angiogenesis . 
Iro.-se resuets des :r : r o a bao: e.r . a I factor (si that stimulates two important: 
v ps : r. *ao- d»E ve : r ment of now blood ve = so 1= in vitro, as well as tne 

action, combined with a complete characterization of this factor ( 5 ) , may 
help in unoer s t a nd : no: the pathogenesis n:t only of tne Verruga and 
angiogenesis in genera. but also the recently deicrired 

i ' at -So rat on- ass o c i a to- 1 epi t ne I i ■:> it; noma rig iomas in patients with AIDS and 
hap'tsi. sarcooriu . 

Taos: Animal; Human; Support, V.3. Gov't, Nor.-P . H . 3 . ; Support, r J . 3 . 
eot-'t, P.H.S. 
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Effects of the novel alphav mtegrin antagonist SM256 and cis-platinum on 
growth of murine squamous cell carcinoma PAM LY8 . 
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ABST FACT: increased density of proliferating and migrating tumor cells and 
r.e :o.is:u.".ar endothelial cells has been associated with tumor progression 
ir.j peer pre r.o.-is in patients with squamous cell carcinoma (SCO). Tumor 
and neovascular endothelial ceils in squamous cell, care inertia have been 
reported to express i ntegrin net erodimers containing the av subunic, 
whine hones to vitronectin and toner extra-cellular matrix prooeins that 



r. i 



■-: 1 t : 



: murine er.aotr. 
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se r um 



6 by sub cutaneous osmotic d iff u sic: 
or. cent rat i : n of to r.M war detected, 
isi. ceil= 5 rid PAM LY 3 were found to 
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: 6 n a s d i r • ■: i r . h : b i t ■ :> r y e f feces o n 
PAM 2Y8 SCO toils in v.tro. SM2 5 6 
cells exp t: s ss ing a Lp:i.-jvbet a 3 and 

ce nt i rcj"-us a on i n i s t r at i : n 
pool.]', curing which 3 mean 
Whi'.e ii-ten murine aortic .jr.doche . 
exp:er : s alphav inte^rins by f 1 u :e 

s : cr. i f i -ant ci.irecc effect tn moo. of PAM 1Y3 cells . We compared the 
effect :.n nrowth of PAH 1Y-" of SM2 :-6 infusiin versus single agent or 
cc-mr i nation chemotherapy with a maximally t :• l.e rated dose of cis-platinum, 
which is usee; as a s tan aa rc chemotnerapy for SCO . When treatment was 
initiated at either 7 or 21 cays f :« 1 lowing establishment of tumor, 14-day 
:r.f.-si:n ■:> f SM2co had an inhibit :ery effect :n growth that was similar to 
thi* ertain-ec with si.nele acse :is -platinum, bit no additive effect, of 
: cn :ur rent therapy with SUlzt and cis-platinum was observed. These 
r es jits demonstrate tne a t: i vi * y and feasibility of use of alpnav 
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2! SPAS PS : squamous cell card n tma-- neop 1 as tic disease 
CHEMICALS u BI jCHEMICALS : SM2 5 1 - - a 1 p h a - V integrin antagonist; 

cis-platinum 
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Extracellular matrix-derived peptide binds to alphavbeta3 integrin and 
inhibits ar.cioger.es i .-; . 
2001 



17/8/25 (Item 25 from file: 5) 

13185465 BIjSIS NO.: 2 0011 0392614 

Improved pharmacokinetics of (18F) RG2 -peptides by serine-conjugation . 
2001 
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Recombinant truncated Tissue factor/ 
anti-vascular therapeutic agent. 
2001 



fusion protein as a target 



17/8/27 (Item 27 from file: 5) 

12162620 BI03IS NO.: 2 00 1 00 3697 69 

Thiolutin, an inhibitor of HUVEC adhesion to vitronectin, reduces paxillin 
in HUVECs and suppresses tumor cell -induced an ; i cqenes i .s . 
2001 



17/8/28 (Item 28 from file: 5) 

::-I!l:*"-m bios is no. : 200: 02362^ 

Topical application of integrin antagonists inhibits proliferative 
retinopathy . 
2001 



17/8/29 (Item 29 from file: 5) 

13149962 BIOSIS NO.: 200 1C 03571 1 1 

Two F.GD independent avb3 integrin binding sites on vascular basement 
membrane derived turns tatin. 
2001 



17/8/30 (Item 30 from file: 5) 

12 12*5775 BI0SI5 130.: 2001C 03 3392*3 

Identification of the anti- angiogenic site within vascular basement 
membrane -derived tumstatin. 
2001 



17/8/31 (Item 31 from file: 5) 

bio o is no. : 2001C032266 5 

An HT.q\ ogeni ? laminin site and its antagonist bind through the 
alphavbeta3 and alphaSbetal mtegrins . 
2001 



17/8/32 (Item 32 from file: 5) 

12112C2.: BIOSIS NO.: 2001 C 03 1 9172 

Spinal cord repair with PHPMA hydrogel containing ROD peptides 
(NeuroGelTM) . 
2001 

17/8/33 (Item 33 from file: 5) 

13056932 BIOSI3 NO.: 200100264131 

Pivotal role of integrins in shear-stress-induced release of bFGF from 
endothelial cells. 
2001 



17/8/34 (Item 34 from file: 5) 

129776Q1 BI2SI3 N2.: 2 0 D 1 0 3 IS 4 7 5 ] 

Noninvasive imaging of alphavbeta3 integrin expression using 18F-labeled 
RGO -containing glycopeptide and positron emission tomography. 
2001 
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1291 6 85 j BIOS IS NO.: 2 0 013 012 3 9 9 9 

Aberrant fibrin formation and cross-linking of f ibrinogenNieuwegein , a 

variant with a shortened Aalpha-chain, alters endothelial capillary tube 
formation . 
2001 
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: AI/X; (?.} Pi le 15 5: MEDLINE { R) 



Plasmin-induced Migration of Endothelial Cells. A POTENTIAL TARGET FOR 

the ant i- a:p.pp./;p:p " action of angiostatin. 

Pop ^ 2002 



17/8/37 (Item 2 from file: 155) 

[) t AL >C ( F.) Pi 1 e 1 5 : \ -EDPI P'E ' P ) 

i34:;-;^5 21^5244- pmid: : : 9 3 5 i c ?, 

Kinetics of mtegrin expression in the mouse model of proliferative 
retinopathy and success of secondary intervention with cyclic A 

peptides . 
Feb 2002 

Tags: Animal; Support, Non-U. S. Gov't 

Descriptors: 'Diabetic ?.etinopathy--drug therapy--DT; * Diabetic 

Pet i r. iriathy- - inimo.no 1 ogy--IM; * Integrins--biosynthesis--3 I ; *Neovascula r i cat 
:on, Patho P:>gi.c--pr event ion and cont rol -- PC ; *01igopept ides--therapeut ic 
■;.:e--T"J; * Platelet Aggregation Inhibit ors--cherapeutic use — TU; Disease 
I !o ;;o 1 s, Ar. :mal ; Mice; Mice, Inbred C573L; 01 icopepc ides — chen isr. ry--'"H ; 
Pert Pees, Cyclic — chemist ry--CH ; Peptides, Cyci i therapect i c , jse--TU; 
Pec i :'. 3 1 Vec . 'o Ls- -p i-.z ho J • >gy-- PA 

"A.: Pegist ry N'o . : P ( I r.te mr : rs ) ; (01 iqcpept ides ) ; 2 ; Pope : dos , 

Cy c lie); j { Pi af let.. Aggreuat ion I nh : bi tors } ; 9 9 9 1 - 2 : - 2 

( -r }ir.yl-g . ycyi-a - p a r : :c acid ) 



17/8/38 (Item 3 from file: 155) 

PIAIA'O (P ) Pi 15: : ME PL I HE P) 

1 17 :.p.j05?7:: pmid: i 220 9? 47 

In vitro and in vivo evaluation of a Technetium- 99m-labeled cyclic P2P. 
peptide as a specific marker of alpha (V) beta (3) mtegrin for tumor imaging. 
Pay- Pen 2002 



17/8/39 (Item 4 from file: 155) 

DIALOG (P) Pile 15:-: MEDLINE (P.) 

IPO: 91 9: PI 95.: 9'. : < ?MI D: 1 1 95 9 2 62 

Dell mediates VSMC adhesion, migration, and proliferation through 
interaction with integrin alpha (v) beta (3) . 
May 2002 

i'a }s : Arina.l; Hunan; Puppcrc , i\on- j.S. Gov':; Support, U.S. Gov't, P.P. 3. 

1 ec:: i pt c is: * Ca rr.. ei' = rote ir,s--p hys i oicgy-- 9H; -Ceil Adh^s i on 

--rhvc i <: logy — PH; *Cell Di vis. i or- -physiology- -PH; *Ceii Mover --n- 

— c h y s i c 1 o g y — P H ; MOcccJe, Smooch, Vascclar--cyt olcgy--CY ; *Receptcrs, 
V.i t r ■ nect l r.- -phyc 1 o.l c gy--PK ; Apopt os i s--drug effects- - DE; Bacuiovi r idae 

::er.et icc--GP; Carreer c rote i ns- -genet i cs --GE ; Carrier Proteins 
--pharmaco 1 ogy-- PD; Chore- ax i r; Embryo; Endothelium, ^= sccla r--me •. abe : Psc 
--ME; Gene Exp reos i on ; I n Situ Nick-End Labeling; Meovasouii a r i za t ra:, 
Ph\ s I <:gi c; 0: : ocper t i ces--pharma :c ' cy--P j; mr::rs, CPtrcn--- : r. 

-- a n t agon ices and i nh.. bi : or S--AI ; P. e comb : nant F r ctoir:s--pha rmao -. i " ay-- : - P ; 
,:"p:d :»pc era --metabo j ism- -['IP 

PAS Registry Mc . : 0 (Carrier Proteins } ; 0 [Pell protein. ; 

(Oligopeptides); i (Receptors, Vitronectin); C (Recombinant Proteins.; 
/989>:i-65-2 ( arginyl -glycyl-aspart ic acid) 
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PI AP ;G ; P) Pi Le 15:: MEDLINE P) 

l°2929 n 2 2192^641 PMIP: 1193 2222 

Osteopontin deficiency protects joints against destruction in anti-type 



■i-ur:a >*:• a* t a ntmoro -r r :• to.; A: y - As: RGD 

produced in Esoher i chia sol i us: no a ma 1 r. o.se-it : :.d i r.q f • r o t e i r. •' MF r : u. 

vector , but it was cleaved into i cur t r agmonts even in a 
p rot ease-deficient host . A 42n-aa MFBA peptide ronta iriir.g the RGD ::. 

n :ined MF3A ( 5 8 2 - 1 iV ) ) peptide was successfully produced using the ph*. 
77 'expression system. This Mr HA ' 53.::- 10 06 } peptide exhibited a cell 
•a dries ion ana spread! n«:j activity t. oward mammalian cells. This act i v i t y 
* ho MFBA rrogront wa c ompe t i * i ,r e i y i nr. ib i ted by r he 

y-Arg-Cl y-As p-3or- : "-'ro pep*. i'K bo roc by * he C 1 y-Arg-C 1 y-Cd u-Fo : -i : 
pep', .do, s:..cc;:cj t r.a* c •.• RGD :r. c i : .: MF:-,A is • sso*. : \ : tr t h- 
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:- To : H; : oc em isop 
I'ho.broum s ( Ce II 3 . elegy 
Mol~o:_ar H i ::•:: oy : c:£ ! ; : s t; iz :iu r. 1 c. 
1U0FYFTFMAT IC h'AMES : 3 a s i di omy : e t e .;: - - Fun g i , Fiantae; Fungi -cnspec i i ieo- 
Fur. j i , Fiantae; M u r icae- - Ro< le nt ia , Mammalia, Vertebrata, Chordata, 
Ar. : ma 1 i a 

( >r.oAi::SMc- : Fasid i. omy fete* (Fung.:. - Unspecified; ; l.entinus eaodes 

'Fasidi jmycetes; ; Muridae (Muridae : 
FM JVoTFMATIC CLASSIFICATION .SUPER TAX A) : animals; chor dates; fungi; 
mammals; microorganisms; nor. human mammals; nonhuman vertebrates; 
nonvascular plant.?; plants; roaer.ts; vertebrates 
MOM r'.t.AR SEC'YE-CE FATA3AMF NUMFFF: ammo acid sequence; molecular segue: 
;i , *■ a ; nurleot ide sequence; LOEv - FO 12 0 9 ; EMBL-D0120 9; GFN3ANK-DC i 20 9 
M I SCFLLANEOY3 TFFM3 : C CM P L £ M 3 K T A FY DNA ; GILL TISSUE ; MOUSE B16 
7 ELLS ; ? I FF FS ; RGD MOTIF; SPREADING ACTIVITY; STIPE; TISSUE 
SPECIFIC 3S::E EXPRESSION 
CONCEPT CODE.:: 

Ftoy ate Cyt ochem .s* r y- Plant 
. oo y a no Cyt c chem . t r v- An imal 



:ce 



5 .= no l y t c cene* i c:- 
oF-a i itcho^-'h:: <~- 
i Sru .!:«:• = o* e 



- : . a u . 



is, ?c:oe and r/r:c: i: n-..-s 
:.c_ : :• •_ o auc Amino Acids 
F;. p I . ca r i -: n , I r ar.s-cr ipt .: c ri / T tc.sia: i on 
F i I'pny.: i c? -Membrane Pheuc n.-ma 

Pi. an*: I ny=- i<:d oqy , 3iocr.» : -n.i .a r r / and 3 i ophys ics-Reproduct ion 
Pi arc: cnys io 1 oqy, 31 o- :hen.ist ry and 3 i ophys ics -Chem: ca 1 
C :e.s i i. : •:• u: i 
3I(")Fi'FTFMAT I l' CODES: 

" ■" : : : 3 as i ii : my set es 
: i M.ri iae 
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DIALOG :R) Fi le :•■ :3iosis Prev.iev;s • F) 
(c BK'SIS. All res. resent 

cs-M»::-.?: fiigis no.: i ? ^ =* 8 1 1 n 7 d 

Recombinant Domain III of Perlecan Promotes Cell Attachment through Its 
RGDS Sequence. 

AlTm" : Co--.: iviir:. : 5' ^r. : ; Horch-.r r a ; .'n't: rfc. :?ahi/yah; Laur:-- 

1 ;■:■» ci< >r. VJ ; h 3 s s-i: 1 i G :oc. F ' a ) 
ACT-iOr. ADDAF:!.:: 3 ) Dc): . Opht ha I mo ; . , "n ; v . 1 i t : si: ur :pt S ::h . Med. , F.ye Far 

*nst., 2'"- 1. Dt n r :p Sr., [ : : 1 1 ; ;bu i :rn , "A I h. ••:** ..'S- A 
JC''IFr:AL: Jj.rra: :»f biiliiical Chemistry 27 0 ( 1 } : p4 0 4 - 4 0 9 1 9^t 
I ' :21-92: 

DC 1 :"MF:Ji TYPF : Arr icle 
RE 'T-I; :Y?F: Ad 3 tract 
FAh VTA JF: Fngl ioci 

A3C:T-A:r: Perles'nn has been previously been sntwn to support attainment ^ : 
a wi ie variety :> f cells tnrougn interactions c: its core protein witu tr.-; 
c-vll 5urfa:e. The csre protein domains involved in cell adhesion are, 
htwevit, jrikpown. The I ami n in- 1 :.. ke domain III of murine perlecan contains 
an RjDS sequence and is a likely candidate for supporting 

integrin-me diate z\ cell attachment. We made a oFFA oonstruot oor respon ii n : 



\ r ansfe r.ed into K 1X0 8 2 :o-!ls, arid 
• 3 )->Xa protein, was curiiied from 
i r «i<jnient.s produced by di g<. st i or; w : * 
thr rotary* shadowed i:r.aq<= oi the re 

tissue culture dishes, support s ad 
:iidiMr..iry tumor 1 !. 1 ir.o MMT 0 f /: 1 
i :r e ra zl i or. w a s i r:ru i b i *. ea spec i f i. :a 
oe r 1 o :ir., but not 1 am in in . i 
af a ::jii-n: activity indicates a role tor periods 
sign.: i Lng . 
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r :r.ete;.i r e :omb i na r. :. nor. a i ; 



nh . :.::.* p r tte in i. r.d i * e 
•. .mb : ri-j re d- .\u-\ i r = III ■ "-a 
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REGISTRY NXMRE1X3 : 1 7 - 7'j : IMTEGR] 
uESC R I : TORS : 

MAYOR CONCEPTS: Coll Bicdogy; Genetics; Membranes (Cell Biology); 
Met ab isrr. 

EX Y3TEHAT IC NAM EC : Homi r.idae - - Pr imat es , Mammalia, Vertebrate, Che 
An . m 3 1 : a 

X I ; :\z : E! :A'I 12 CI.A. I X 1 OA. 2 I CM X:X :: ER 2 AX A, : anirr.ais; chor oa r e ? ; hum a 
ma mm 3 1 . ; c r i ma t o. : ; ve 1 t eii; ra* •= 5 

1 'HEM : CAE. ' &~ r I OCXXM I CAE.: : i Ml X'-RIX 

mr.-ceeeae'e'ec:: te.rmc: com? eemen2 ary dna ; ht 105 0 ceee line; 
: ntegr : m-mec i ate: c i gxaee imc ; ; 'Eeeecan 

CONCEPT C20S3 : 

'G'XN- Cyt : lo:y i;r.d Cyt oohem.i 1 1 r y-Humar: 
"■"-■ r 'f Genetics and Cyt ogenet i c.: -Human 
".!■*! "■ Ei :r hy si cs -Membrane Phenomena 

'. Me: aboii sn-Prote ins, Peptides and Amino Acids 

2 } : 4 Met ab:G i sn-Nucle id Aoios , Purines and Pyrimidines 

if .; _ B i orioemi c a 1 3t a-:; i e s -No c 1 oic Acids , Purines and ryr imidi nes 
1 1 ! »; 4 E> i ochemi cu .1 St uoies- Proc eins , Peptides and Amino Acids 
i Ei:r :•. 3 i ochemi col 3 too i -Carbohydrates 
BIOSYSTE24ATIC CODES : 
: 01 1 " Eominidae 
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D I Ali< . R } X. Le lit: MEEX I XX i F. 



Potential tumor-targeting peptide r of histidylated oligolysine 

conjugated to a tumor-homing PCX motif. 

Aoi-d Y; Xosa^a 3; r'awa 3; Kiyo = awa ?! 

The X:Oo:ti Ee c-ar t rent :X Internal Medicine, Shinshu University School of 
Med: : ine, I-Xtsunctt, .Jar-ar. . yaoici 1 : @h = p . md . shinshu-u . ac . j p 

Canrer cone tnerapy (Engiandi Oct 200 1, 8 (10) o78 3-~, 1SSTJ 
0E1-1XC "Cournai Code: 041 22 3 ! 

Mi : n Gi t at i en 2o;ne t : NLM 
Re -ord t yoe : G :mp le t ed 
3 ib file: ' INDEX' ME DICYS 

Xe have developed a potential tumor -target ing peptide vector (cRGX-hX; 
tno. is intended to re S'/st emi ca 1 1 y and repeatedly administered to patierC.s 
v;itn advinred sol :d tu:m:>rs. The peptide vector of 36 i-amino acid 
re.-Xiues, IF. 7- ECE ,K ' H- ] P!?CE) 0 , c tmpr.i £ es a tumor-homing RGD motif, a DNA 
-b: ndiru cligo i ysino, arid hi = tidyL residues, to facilitate the delivery intc 

a r • '' c o r t e r , we tested the transfectitn etficier. :y of cECE-nE in nop at ct.a 
elements of cr.GX-hX could function as expected, at least in vitrc. ! :. nude 
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Tags: Animal; Porta::; Mai*-:; 3 ur. pi r t , Go. -'.C. y,v 
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* Parioreat: io Neopl asns--ahe rape — TK; * Pc 1 y I y s 1 ne - - q *n e t 1 c s — GK ; An*, oee : m. 
Ma c r ( 1 ... 1 ue - - ph a r ma e o ... o g y - - F 1 1 ; Enz yrne Inhibitors— prior rr. a c o 1 o q y- - P 3 ; I . i o • - r 
Necp.: iisns, Experimental — n.etabol ism — ME; lover Neoplasms, Exp e r : mors: a L 
— j a* homtgy--PA; Loci i o ra 5 e--met abol i sm- -ME ; Mice; Mice, inbrea BALI-. "; 
Mi< e, Nude; O } ig-pept ioos--p har nacu kino t : os --PK; Pan araat 10 Nee: 1 asms 
obo 1 : sm- -ME ; P'anor eat 1 a Neor : a so s- -pa* roo:oy--: : / i ; P iasrrd ds ; 

■" y . /s oue--poa rmaco unoe .1 cs--?K; Proton-Trans iccat mq AT Fases — ant a g c n 1 sss 
ano^ .nr. . bi tor s- -A 1 ; Tissue ill s t r i hot 1 an ; Toner Cells, Cultured 

ri-.r. Pegistr/ N:.: 0 ! Ant L bi at : :: , Ma :em,l iae # ; : ,Eni.yme I nr. L o : * "00: ; 
C : Genet, ic t'e::icns; ; C { Oi i qopept ides ; ; 0 ' PI asini ds ; ; 2 : i ".. - . - - 

(Po.p/iysine i ; 7 1- ;C-7 ( Hi s ti dine ) ; 8 3S9 (ba M 1 amy c in Al , ; 

9 97 9>:i-:n r :-2 [arqi.ny -g.Lycyi-aspa rt _c acid; 

Lnayme- No.: EC 1.13.12.- (Luc if erase) ; EC 3.6.1.: 4 

( Proton-Trans 1 ocat.. nq ATr a ses ) 
Ke<-ord Gate "G otto-..:: G()C7 107-;i 
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DIALOG (PGPiie 1 0 : MEoLI NL ( FG 

08.;;:.":-lI-ti 9517.398 PHI:-: 786794a 

A fruiting body- specif ic cDNA, mfbAc , from the mushroom Lentinus edodes 
encodes a high-molecular-weight cell-adhesion protein containing an 
Arg-Gly-Asp motif. 

Kendo;: 0; Pluto A; Kaj iwara S; Takagi J; Gaito Y; Shis hide K 
i'ei-irt merit :»: L . : a Science, Tokyo Institute of Technology, Yokohama, 
Ga: an . 

c - :: :.;gg:.' -G: ' ; "- • , ; • ;- ^:-'G r gtg ' ^ 

Jo' . r: . i : Code : ' 7 f ] 

c ;:::•:• n:. f.e.o: 7;i;::.a! Art :«.:!*: 

la : . 3 iges : EMG L GGi 

[la: n 7i t at. ..'in jwre: : NLM 

>.e . :>r i type : 7 imp 7a ted 

GabriLe: - IMjSX MEGICU:? 

r DMA cl.'ine \>-U t: riG. ed mfbAc), encoding 2 7.77 am in a a :G ds aa : , was 
is. iite :i fre.m a nature Pro i. ting-bady cDNA library of the edible rr.ushr : 
Lentinus odoies. Tne inf'bA transcript was abundant in mature Gm.oog 
boaioi , :iete ?t aole in immature fruiting bodies out absent in earner 
de"el jpmenta i. stages an i in tne vegetative mycelium. Although more abundant 
in * he oileus Gee. tne s: ipe, inly lew levels were found in tne gill 
tissue The doiiuced MF3A protein (231.5 -:3a) contained a cell-surface 

at* a inment-pr irotinn Arg-Gly-Asp ( RGD ) motif. MFBA was produced in 
Es :hori ::hia :.:alL using a ma 1 1 :>se-bin ding protein (M3?) fusion vector , roe 
ii was cleave :i into four fragments even in a protease - tie f : cient hast. A 
4i 7- -a a MFBA pept i 1e iont.ai.ning too RGD motif (named MFBA (582- 7 7, f« n ' 
pepti:ie) was suocosofully produced using the phage T7 expression system. 
Tms MFBA (5 81 - 100 6 peptide exnibi ted a coll adhesion and spread: r \ 
aoivi.ty toward motmalian cells. This activity at tne MFBA fragment was 
c unmet ic- ivel y Lnhioive^ by the Gi y-Arg-G 1 y-Asc-Sor -Pro peptide o.t .not by 
to' 7 G/-Arv;-G.e/-Gl :-Ger-Pr t pectide, shoeing * u m the RGD mm: • Mr PA 
is essential : or tne cell-binding activity. 

i'agi : Suppai't, Ner;-7GS. Gov't 

Gesiriptors: Cell Adhesion Mo le au les -- gene t ics--GE ; ^ DNA , Complementary 
-- _re.net i cs- IF; * DNA , Funga genet ics --GE; * Genes, Structural, Fung a 7 ; 
* y. igepeptides; *Polyp . ira ce ae--genet i cs --GF ; Amino Acio Sequence; Base 
3e ruence; Binding, Competitive; Cell Adhesion; Cell Adhesion Mo. e.oirs 
--chemistry — CH; Ceil Adhesion Mi lorn: .1 e s - -me t a h a 1 i sm- - ME ; ~\ - n : n ;, 

Molecular; Escherichia ooli; Maleealar Secnenoe Lata; RNA , I'angG. 



